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1. This report is fee international preUnuDory examination report, established by this International Pretffmnery Examining 
Authority under Article 35 and transmitted to the applicant according to Article 36. 



2. 
3, 



This REPORT consists of a total of . 



. sheets, including thiff cover sheet 



This report la also accompanied by ANNEXES, comprising: 

a. (sent to ths appiicwV and to th* International Bureau) a total of. 



. eheels, qb follows: 



□ 
□ 



b. □ 



fiaeeta of the dowrfprion, claims and/or drawings wntch have been amended and are the basis of this report 
end/or sheets containing ratifications authorized by this Authority (see Rule 70.16 and Section 607 of the 
Admrniatrffblve Instructions). 

sheets which' supersede earlier chem, but which this Antnoriry coruldcra contain an amendment that goes 
beyond the disclosure in the international application as filed, as Indicated in item 4 of Box No. I end the 
Supplemental Box. 

(mm to th$ Inwnatltmal Surtax only) a total of (indicate typo end number of electronic cemer(e)) 
. p containing a sequence listing end/or tables related thereto, in computer 
readable form doty, qb indicated in the Supplemental Box Relating to Sequence Listing (see Section 802 of the 
Administrative Insfrncdora). 



4. This report contains Indications relating to the {fallowing items: 

[3 Box No. I BaiiS of the report 

□ .Box No. H Priority 

Q Box No. HI Non-estabJ Uhment of opinion with regard to novelty, inventive prep and industrial applicability 

Q Box No. IV Lack erf unity of Invention 

Box No, V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Box No. VI Certain, documents cited 
d Box No. VII Certain defecu In the latamationnl application 
I I BoxNo.vm Certain observation* on the international application 
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International eppHcation No. 

PCT/EP2004/000100 



Box No. 1 B as Is of thfc report 



With regard to thg lanfiojgfc, this upon Is basod on the international application in the language in witioh it vras filed, unless 
otherwise indicated under this Itenu 

[^| This report is based on translations from the original language Into the following language __ * 

which is language of a translation famished for the purpose ot 

I | incerualional starch (under Rules 12J and 23.1(b)) 

| publication of the imerrmtionfll application (under RnJo 22.4) 

I | InromBtional preliminary examination (Under Rules 55,2 end/or 55-3) 

i 

2. With regard to the elements of the International application, this report is based on (replacement shestj which have been 
furnished to the receiving Office tn response to an invitation under Article J 4 are rqfortd iotnthu report as- "origtonlfyfiUoV 
and are not annexed to this report): 

\ | The international application as originally filed^furnishod 
[X] the description: 

pages 1-62 , as originally ffltoVgunUflhod 

pages* 

pages* 



aved by this Authority on 
received by this Authority on 



th« claims: 



1*38 



pages*. 



, w originally filed/flirnished 
, as amended (together with any statement) under Article 19 



pages* 



received by this Authority op 
received by tin* Authority on 



the drawing?; 

pages 

pages" 



1/24-24^24 



received bylhla Authority on 
received by date Authority on 



as originally CTwVrunUsned 

eg. 



-P4 



|3 a sequence listing and/or any related tablets) - see Supplemental Box Relating to Sequence listing* 



The arnendrterrta have resulted In the cancellation ot 

LJ _e description, pages ___________ 

n the claim*. Noa. 



| J the drawings, sheets/figg 

Q the sequence listing Gpectfy): . 

(~1 any tabled) relittd tq sequence lilting ftpw^ft): . 



4. Q J This report has been established as if (porno of) uV amendments annexed to this report end listed below had not been 
made, since they have been considered to go beyond the disclosure as filed, as indicated in the Supplemental Box 
(Rule 70.2(0)). 

£3 the dewa-rntbn. pagea - 
n the claims, Nob. 



c 
o 



n the drawings, iKecti/figH 
| | the sequence listing (ipaejft): ______ 

Q any tables) related to sequence listing Qpeci&Ji . 



• yttem A applies, some or alt of those sheets mop be marked "euperudvd. * 
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Supplemental Box Helating to Saqucbee listing 
Continuation of Box No. 1, !tenr2: """" "™" 

1. With regard to any nucleotide and/or amino wrid sequence disclosed In the international application and nocessary to the claimed 
Invention, thi* report w established on the oasis theto£ 

*- type of material 

[>^1 a sequence listing 

r I teble(i) related to the sequence listing 
k format of material 

^3 k written formal 

[^Ci ■ in compute readable form 
°* tlma offllingfaniishhjg 

CR} contained fn the bitexnational application as filed 



or furnished, the required statement!! Sua the Snformaricn in the subsequent or additional copies b Identical to that in the 
application a* filed or does not go beyond the application as filed, as appropriate, wore furnished 

3. Additional eornxnenti; 



* If item 4 in Box No. I applies, (he listing and/arlablalsj related thereto, which form part tfthe basis of the report, trxy he marked 




"superseded". 
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PCT/EP2004/OO0100 



too*No*V Riaiamcd tfntww** undtr ArUde 35<*) rtgirt to D«vriiy p Inrottvc itcp w lmfrfitritf appDaMllij; 
dtrtom and ophoattww wnmwrttag inch ■atwaeat m ; 



Novell (N) ciaJms 2, 8, 10-13, 15-1B, 31, 34-30, _3_4, 36-3B YBS 

CIWK- 1*. 3 ' 7 * l4 ' 19 ' Z0 ' % *' 33 * 31 " 33 ' 3S W 



TnvCTtfvcitep (15) 



JndutfiUJ *ppBoWflty (1A) aita 1-38 



YBS 
NO 

YBS 
WO 



2* Citations ind explmutioav (Rule 70 J) 

Reference ie made to the following documents! 
Dli WO 9B/46772 A 

D2; VAN HEESWUCK ET AL. (1984) CARLSBERG RES. COMM. 
49, 691-702 

D3i NAVARRO ET AL, (2000) BUR- J. BIOCHEM. 267, 
800-807 

D4; NAVARRO ET AL (2001) MOL. GENET- GENOMICS. 266, 
463-470 

D5: BKQRY (2002) MOL GENET, GENOMICS . 268, 397-406 
D6: US-B1-6 413 736 
D7; US 20O2/051998 Al 

D8: LEE ET AL (2002) APP, MICROBIOL. BIOTBCHNOL. 60, 
1-11 

D9: AN ET AL. (1996) GENE 176, 93-96 
D10: NICOLAS ET AL. (2003) EMBO J, 22, 3963-3991 

D10 is not considered prior art pursuant to PCT 
Rule 64*1, 

Rovelty (PCT Article 33(2)) 

The present application does not meet the requirements of 



n 



> 

39 



O 
O 
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1 Box No. V 



PCT/EP2004/00010O 

' R^fioikul st»toc*nt udtr ArtUdeS5C3) >rftk rtgfird to novelty, bivalve nip .r IwJwtml *ppa»WGty; 
rttotlonganii cmWmtfam* wyportitt g inch it»tew»U_ — — 



iFCTBJlNATlOrJAL PRELIMINARY HEP OFT ON PATENTABILITY 



tftoqongand ccponrom* u pporxmc im^q — _ ^~ 

PCT Article 33(1) because the subject matter of claims 1, 
3 to 7, 9 ; 14, 19, 20,' 22, 23, 31 to 33 and 35 lacks 
novelty (PCT Article 33 (2) ) , 

Document Dl is considered the prior art closest to the 
subject matter of claim 1 end discloses the production of 
genetically transformed filamentous fungi and fungi o£ 
the Slafceslea genus {page 16, line S) . The intention is 
to use the produced fungi for producing secondary 
metabolites and carotenoids (page 27, line 9) > It is 
also the intention to carry out genetic engineering of 
the genome, for example by. homologous recombination. Dl 
discloses (page 19, lines 5 to 29) that if the 
genetically engineered fungi are intended for the 
production of eecondary metabolites, then expression 
cassettes with the requisite genes can be introduced into 
the genome. The selection and propagation of thn 
genetically engineered cells are disclosed, for example, 
in claim 21. A method for producing metabolites is 
disclosed in claim 28. 



Dl is considered prejudicial to novelty, since the 
examiner is of the opinion that the information in Dl 
matches the imprecise and broad wording of the present 
claims. 

Inventive step (PCI? Article 33(3)) 

The present application does not meet the requirements of 
PCT Article 33(1) because the subject matter of claims 1 
to 38 does not involve an inventive step (PCT Article 
33(3)). ._ 
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K^tS^f "tOS*" Artkle35<2) wtfl, regard to novnty, Jn^aUvn Uj> «r bdabU .ppIlSbi^ 



The subject matter of claim 2 differs from chat knowrl 

from Dl in that the method is restricted to fungi of the 
Blakeplea trlBpora type. 

The present invention can thus be considered to address 
the problem of developing a method for producing 
genetically engineered S2aJce*2©a trispora. 

In view of the fact that 

olaim l does not contain any special features 
relating to the transformation, 
Dl discloses the production of genetically 
engineered fungi of the JBlafreeles genua , 
organisms of the Blafceslea triepora type are known 
for their production of B-carotene, and 
genetic mutations for increasing carotenoid 
production of the BlakeBle* trispors type are 
known, 

an inventive step cannot be acknowledged in respect of 
alaim 2. 

TChe use of a plaemid containing a gpdA promoter, hph 
resistance gene and/ot trpC terminator for transformation 
purposes is also not inventive, sinoe it is already known 
from D9 (see figure 1) . 

As has already been mentioned in the description of the 
present application, homokaryotisation is necessary only 
when a genomic gene deletion is intended to be carried 
out, not, however, when genes are intended to be added, 
and was disclosed in Dl, D2, D3, D4 and D5, Ae an 
alternative to homokaryotisation, it would also be 



m 
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SoxNft - V 5f?»° ntd ««c»«rt Mdcr ArfSde 35(2) wlffc rtgard tp iormfiyc tftp or Jodii^'ipplkrtmtK 



possible, however, to carry out RNA silencing (see D3 and 
D4) > 

D6, D7 and D8 disclose the genetic production of 
oarotenoids and xanthopbylls, and transformed organisms 
which contain the genes required therefor. It is obvious 
to ue© this knowledge to genetically produce organisms of 
the BlakeslG* genus, since it is known that said 
organisms produce large quantities of B-oarotene. 

The vector' with SEQ ID NO: 3 ie derived from the known 
vector pMffeCOSl, which was developed for the 
transformation of fungi- (Oeiewacz (1994) Curr. Genet. 26, 
87-90) . The use of the vector with SEQ ID NO;3 and the 
vectors derived therefrom in a method for the 
transformation of fllakeslea iff therefore n'on - invent ive . 



Potto PCT/IPEA/409 (Box No. V) fAnrilttOA 
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Certain dtcuniento died 



1. Cntihi ptibliihcd documfinti (Bale 70.SQ) 

Application No. PuWfodimdlte Fffngdrt> 
Patau No, _ (&*y/uxonlhfaer) (toyAnonthtear) 



Pricrhy date (v*bd okinx) 



5L Nob -written diaolwtrcef (Rule ?0.9) 

KM of noTwwHtton diteJoeurc 



t>*t* of written oudojure 
re furring to Don^ifttBD diflcJocurc 



See Supplemental shaefc 
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